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(57) Abstract 
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What is claimed is: 



1 . A compound of the following Formula I: 



R NH F 

\ II / 
N — C— N 



wherein R, R 1 and R 2 are each independently hydrogen, substituted or 
unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted 
or unsubstituted alkynyl, substituted or unsubstituted alkoxy, 
substituted or unsubstituted thioalkyl, substituted or unsubstituted 
aminoalkyl, substituted or unsubstituted carbocyclic aryl having at 
least about 6 ring carbon atoms, substituted or unsubstituted aralkyl 
having at least about 6 carbon ring atoms, or a substituted or 
unsubstituted heteroaromatic or heteroalicyclic group having from 1 
to 3 rings, 3 to 8 ring members in each ring and from 1 to 3 hetero 
atoms, and at least one of said R and R 1 groups being other than 
hydrogen; 



R 3 is a carbocyclic aryl having at least 6 ring carbon atoms and 
independently substituted at one or more ring positions by haloalkyl, 
substituted or unsubstituted thioalkyl having from 1 to about 3 flo h<X$JD 

carbon atoms, substituted or unsubstituted aikylsulfinyl, substituted < PUh 
or unsubstituted alkylsulfonyl, and haloalkoxy; and pharmaceutical^ 
acceptable salts thereof; with the exclusion of N-(1-naphthyl)-N'-(3- 
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trifluoromethylphenyl)-N'-methylguanidine, N-(1-naphthyl)-N'-{3- 
trifluoromethylphenyl)-N'-ethylguanidine, N-(8-coumarinyl)-N'-(3- 
trifluoromethylphenyO-N^methylguanidine, and N-(8-coumarinyl)-N'- 
(3-trifluoromethylphenyl)-N'-ethylguanidine, and the proviso that R 3 is 
not substituted by trifluoromethyl when one of said R and R 1 groups 
is hydrogen and R 2 is hydrogen. 

2. A compound of claim 1 of the following Formula la: 




wherein R r R 1 and R 2 are each independently hydrogen, substituted or 
unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted 
or unsubstituted alkynyl, substituted or unsubstituted alkoxy, 
substituted or unsubstituted thioalkyl, substituted or unsubstituted 
aminoalkyl, substituted or unsubstituted carbocyclic aryl having at 
least about 6 ring carbon atoms, substituted or unsubstituted aralkyl 
having at least about 6 carbon ring atoms, or a substituted or 
unsubstituted heteroaromatic or heteroalicyclic group having from 1 
to 3 rings, 3 to 8 ring members in each ring and from 1 to 3 hetero 
atoms, and at least one of said R and R 1 groups being other than 
hydrogen; 
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R 4 is independently substituted at one or more ring positions 
by haloalkyl, substituted or unsubstituted thioalkyl having from 1 to 
about 3 carbon atoms, substituted or unsubstituted alkylsulfinyl, 
substituted or unsubstituted alkylsulfonyl, and haloalkoxy; and 
pharmaceutical^ acceptable salts thereof; with the exclusion of N-{1- 
naphthyD-N'-O-trifluoromethylphenyD-N'-methyiguanidine, N-(1- 
naphthyD-N'-O-trifluoromethylphenyD-N'-ethylguanidine, N-(8- 
coumarinyD-N'-O-trifluoromethylphenyD-N'-methylguanidine, and N- 
(S-coumarinyD-N'-tS-trifluoromethylphenyD-N'-ethylguanidine, and the 
proviso that R 4 is not trifluoromethyl when one of said R and R 1 
groups is hydrogen and R 2 is hydrogen. 

3. A compound of claim 2 wherein R 4 is a meta 
substituent. 

4. A compound of claim 2 wherein R 4 is substituted or 
unsubstituted alkylthio having 1 to 3 carbon atoms, substituted or 
unsubstituted alkylsulfinyl, substituted or unsubstituted alkylsulfonyl, 
or substituted or unsubstituted haloalkoxy. 

5. A compound of claim 2 selected from the group of: 
N-(1-naphthyl)-N'-(3-methylthiophenyl)-N'-methylguanidine; 
N-d-naphthyD-N-methyl-N'-O-methylthiophenyDguanidine; 
N-(1-naphthyl)-N,N'-dimethyl-N'-(3-methylthiophenyl)guanidine; 
N-(1-naphthyl)-N'-(3-methylthiophenyl)guanidine; 

N-(1-naphthyl)-N'-{3-methylsulfinylphenyl)-N'-methylguanidine; * 

N-(1-naphthyl)-N-methyl-N'-(3-methylsulfinylphenyl)guanidine; 

N-d-naphthyU-N^'-dimethyl-N'-O-methylsulfinylphenyDguanidine; 

N-(1-naphthyl)-N'-(3-methylsulfinylphenyl)guanidine; 

N-d-naphthyD-N'-O-methylsulfonylphenyD-N'-methylguanidine; 

N-{1-naphthyl)-N-methyl-N'-(3-methylsulfonylphenyl)guanidine; 
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N-tl-naphthylJ-N^N'-dimethyl-N'^S-methylsulfonylphenylJguanidine; 

N-(1-naphthyi)-N'-(3-methylsulfonylphenyljguanidine; 

N-( 1 -naphthyl)-N'-(3-trif luoromethy!thiophenyi)-N'-methylguanidine; 

N- ( 1 -naphthyl)-N-met^ 

N-(l-naphthyl)-N # N'-dimethyl-N'-(3- 

trifluoromethylthiophenyDguanidine; 

N-(1-naphthyl)-N f -(3-trifluoromethylthiophenyl)guanidine; 

N-(1-naphthyl)-N'-{3-pentafiuoroethylphenyl)-N'-methylguanidine; 

N-(1-naphthyI)-N-methyl-N'-(3-pentafluoroethylphenyl)guanidine; 
N-(1-naphthyl}-N,N'-dimetM^ 

N-(1-naphthyl)-N'-(3-pentafluoroethylphenyl)guanidine; 
N^I-naphthyO-N'-fS-trifluoromethoxyphenyO-N'-methylguanidine; 
N-d-naphthyD-IM-methyl-N'-O-trifluoromethoxyphenyD-N'- 
methylguanidine; 

N-( 1 -naphthyiJ-N'-tS-trif luoromethoxypheny Dguanidine; 

N-(3-ethylphenyl)-N'-(3-methylthiophenyl)-N'-methylguanidine; 

N-tS-ethylphenyO-N^'-dimethyl-N'-lS-methylthiophenyUguanidine; 

N-(3-ethylphenyl)-N f -(3-methylthiophenyl)guanidine; 

N-(3-ethylphenyl}-N'-(3-methylsulfinylphenyl)-N'-methylguanidine; 

N-(3-ethylphenyl)-N # N # -dimethyl-N'-(3-methylsulfinylphenyl)guanidine; 

N-(3-ethylphenyl)-N'-(3-methylsulfinylphenyl)guanidine; 

N-(3-ethylphenyl)-N'-(3-methylsulfonylphenyl)-N'-methylguanidine; 

N-(3-ethylphenyl)-N,N'-dimethyl-IM'-(3- 

methylsulfonylphenyDguanidine; 

N-(3-ethylphenyl)-N'-(3-methylsuifonylphenyl)guanidine; 

N-(3-ethylphenyl)-N'-(3-trifluoromethylthiophenyl)-N'- 

methylguanidine; 

^(S-ethylphenylJ-N-methyl-N'^S-trifluoromethylthiophenyOguanidine; 

^(S-ethylphenyO-N^N'-dimethyl-N'-tS-trifluoromethylthiophenyl) 

guanidine; 

N-O-ethylphenyD-NMS-trifiuoromethylthiophenyDguanidine; 
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N-{3-ethylphenyl)-N'-(3-pentafluoroethylphenyl)-N'-methylguanidine; 
N-O-ethylphenyO-N-methyl-N'-O-pentafluoroethylphenyDguanidine; 
N-O-ethylphenyD-N-methyl-N'-O-pentafluoroethylphenyD-N'- 
methylguanidine; 

N-(3-ethylphenyl)-(3-pentafluoroethylphenyl)guanidine; 

N-{3-ethyIphenyl)-N'-{3-trifluoromethylphenyl)-N'-methylguanidine; 

N-(3-ethylphenyl)-N-methyl-N / -(3-trifluorornethoxyphenyi)guanidine; 

N-(3-ethylphenyl)-N-methyl-N'-(3-trifluoromethoxyphenyl)-N'- 

methylguanidine; 

N-(3-ethylphenyl)-N-methyl-N'-(3-trifluoromethoxyphenyl)guanidine; 
and 

N-tS-ethylphenyD-N'-tS-trifluoromethoxyphenyDguanidine^nd 
pharmaceutically acceptable salts thereof. 

6. A compound of claim 2 selected from the group of: 
N-(3-methylthiophenyl)-N'-(3-methylthiophenyl)guanidine; 
N-O-methylthiophenyD-N'-O-methylthiophenyD-N'-methylguanidine; 
N-O-methylthiophenyD-N-methyl-N'-O-methylthiophenyDguanidine; 
N-O-methylthiophenyD-N^N'-dimethyl-N'-O- 
methylthiophenyDguanidine; 

N-O-methylthiophenyD-N'-O-bromophenyDguanidine; 
N-O-methylthiophenylJ-N'-tS-bromophenyD-N'-methylguanidlne; 
N-<3-methylthiophenyl)-N-methyl-N'-{3-bromophenyl)guanidine; and 
N-O-methylthiophenyD-N^N'-dimethyl-N'-O-bromophenyDguanidine; 
pharmaceutically acceptable salts thereof. 

7. A compound selected from the group of 
N-O-ethylphenyD-N^'-dimethyKS-trifluoromethylphenyDguanidine; 
N-(3-ethylphenyl)-N-methyl-N'-(3-trifluoromethylphenyl)guanidine; IM- 
(3-ethylphenyl)-N'-(3-trifluoromethylphenyl)-N'-methylguanidine; N-(1- 
naphthyD-N'-O-trifluoromethylphenyD-N-methylguanidine; and N-( 1 - 
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naphthyI)-N'-(3-trifluoromethylphenyl)-N,N'-dimethylguanidine;and 
pharmaceutically acceptable salts thereof. 

8. A method of treating a mammal suffering from nerve cell 
death or susceptiable to nerve cell death comprising administering to 
the mammal an effective amount of a compound of claims 1 or 2. 

9. A method of treating a disease of the nervous system in 
which the pathophysiology of the disorder involves excessive 
excitation of nerve cells by agonists of NMDA receptors, comprising 
administering to a mammal exhibiting symptoms of the disease or 
that exhibits symptoms of the disease an effective amount of a 
compound of claims 1 or 2. 

10. The method of claim 9 wherein said disease is selected 
from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease. Amyotrophic Lateral Sclerosis, Down's 
Syndrome and Korsakoff's disease, or wherein the mammal is a 
human suffering from epilepsy. 

11; A method of inhibiting NMDA receptor-ion channel 
related neurotoxicity in a mammal exhibiting such neurotoxicity or 
susceptible thereto comprising administering to the mammal an 
effective NMDA receptor inhibition amount of a compounds of claims 
1 or 2. 

12. The method of claim 11 wherein said neurotoxicity is 
caused by excessive release of endogenous glutamate following the 
occurrence of hypoxia, hypoglycemia, brain or spinal chord ischemia, 
or brain or spinal chord trauma. 
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13. A pharmaceutical composition comprising a 
therapeutically effective amount of one or more compounds of claims 
1 or 2 and a pharmaceutical^ acceptable carrier. 
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